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OVERVIEW

Understanding AFib and its impact on patients

Atrial Fibrillation (AFib) is characterized by an irregular and often fast heartbeat that results in
uncoordinated contraction of the atria.!

AFib is the most common type of cardiac arrhythmia affecting up to 6 million people in the U.S.

and is projected to increase up to 7.2 million by 2035.2 In the US, there are 160,000 new cases of
AFib diagnosed per year, causing over 454,000 hospitalizations and 158,000 deaths.®

AFib can be categorized into several types:*+5

Paroxysmal AFib: Occasional AFib that stops < 7 days without intervention.

!

Persistent AFib: Continuous AFib that lasts longer than 7 days.

|
|
|

-~ Early Persistent AFib: Continuous AFib that lasts 7 days to 3 months.

——  Long-standing Persistent AFib: Continuous AFib that lasts >12 months.

Permanent AFib: Represents a therapeutic attitude, where the presence of AFib is

accepted by the patient and physician, and no more attempts will be made to restore
or maintain sinus rhythm.

Risk factors for AFib include:

&
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LIFESTYLE
FACTORS**
Obesity
Smoking
Alcohol consumption
Caffeine consumption
Stress

OTHER
CONDITIONSS®1°
High blood pressure
Heart failure

History of heart attack
History of cardiac surgery

Coronary artery disease
Other heart disease

Untreated atrial flutter

—

=

NON-MODIFIABLE
FACTORS#1°
Older age

Family history or other
genetic factors

Male sex

OVERVIEW

Early detection, diagnosis and ablation of AFib may help improve patient outcomes, since a long
history and duration of AFib has been associated with recurrence.”

Symptoms of AFib disrupt daily life and range from mild to debilitating.'>
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called SILENT AFib'™

Paroxysmal Persistent
AFib AFib

The most common symptoms are:'s19-20

12» 50%  19%  30%

CHEST PAIN FATIGUE DIZZINESS MALAISE

43% 65%  12%
SHORTNESS OF PALPITATIONS ANXIETY
BREATH
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Patients with AFib have an increased risk for life-threatening complications and other
diseases:?22
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CARDIOVASCULAR
MORTALITY

HEART FAILURE STROKE

\0s * AFib increasingly places a critical
financial burden on the healthcare
system, costing an estimated $42B in
2023 in the United States.?

‘ AFib worsens quality
of life for patients and
‘I caregivers.'»?




AFIB MANAGMENT GUIDELINES

Following the diagnosis of AFib, the 2014 AHA/ACC/HRS guidelines recommend an integrated
and structured approach to patient care and AFib management that involves multidisciplinary
healthcare teams and places patients in a central role in decision-making.?*

Oral Anticoagulation Therapy
for Stroke Prevention in patients
with AFib2*

Rate Control Therapy to Lower
and Control Heart Rate and
Improve Symptoms of AFib?*

Acute Rhythm Control Therapy
to Restore Normal Sinus
Rhythm*

Rhythm Control Therapy to
Maintain Normal Sinus Rhythm
and Improve Symptoms of
AFib?*

Guidelines recommend that
treatment with AADs, catheter
ablation, and/or surgical ablation
be dependent on patient
choice.?

Selection of 2" Rhythm Control
Therapy After Failure of 1+
Rhythm Control Therapy.*

Abbreviations: AAD = antiarrhythmic drug; AFib = Atrial Fibrillation; AVR = aortic valve replacement; CABG = coronary artery bypass graft;
CHA,DS,-VASc = Congestive Heart failure, hypertension, Age =75 (doubled), Diabetes, Stroke (doubled), Vascular disease, Age 65-74, and
Sex (female); HF = heart failure; LVEF = left ventricular ejection fraction

In patients with CHA DS, -VASc score =2, oral
anticoagulation is recommended.

In patients with LVEF <40% or signs of congestive HF,
low dose B-blockers are recommended.

In patients with LVEF =40%, B-blockers or non-
dihydropyridine calcium channel antagonists are
recommended.

The recommended target heart rate to achieve is
<110bpm.

Pharmacological or electrical cardioversion is
recommended when patients have:

- No or minimal signs of heart disease

- Coronary artery disease or left ventricular
hypertrophy

- Heart failure
Electrical cardioversion is recommended when:
- Hemodynamic instability is present

AAD usage: needs to consider the presence of
comorbidities, cardiovascular risk, potential for
proarrhythmia, toxic effects, symptom burden, and
patient preference.?

Catheter ablation recommended in:

- Symptomatic paroxysmal AFib patients
refractory/intolerant to =1 AADs (Class | or IlI)

Catheter ablation may be considered in:

- Persistent or long-standing persistent AFib
- Congestive HF

- Older patients (>75 years)

- Younger patients (<45 years)

- Hypertrophic cardiomyopathy

- Asymptomatic AFib

After failure of first-line medical therapy or catheter
ablation, patients can work closely with multidisciplinary
care teams to decide on the most appropriate
treatment:

- Another AAD
— Catheter ablation (first or repeat)
- Hybrid therapy

TREATMENT OF AFIB PATIENTS

Current treatment options available for managing AFib

The therapeutic goal of the initial management strategy for AFib is to treat any underlying

cardiovascular conditions and reduce the risk of stroke.*

RATE CONTROL THERAPIES?**

PHARMACOLOGICAL
Beta blockers or non-dihydropyridine
calcium channel antagonists, digitalis
glycosides, amiodarone or digoxin

RHYTHM CONTROL THERAPIES*?*

RHYTHM CONTROL THERAPIES
FOR AN EPISODE OF AFIB

ELECTRICAL
CARDIOVERSION

PHARMACOLOGICAL
CARDIOVERSION

0“1

SURGICAL
AV node ablation with
pacemaker implantation

NON-EPISODIC RHYTHM
CONTROL THERAPIES

PHARMACOLOGICAL

CATHETER ABLATION

HYBRID THERAPY

When multidisciplinary AFib treatment teams were utilized to select appropriate treatment
for AFib patients, significant reductions in health resource utilization, inpatient admission

rate and length of stay were observed.?>?’

Significent difference, p<0.001




DRUG THERAPY

The impact of antiarrhythmic drug therapy in managing AFib

Antiarrhythmic drug therapy can help to maintain sinus rhythm after cardioversion; antiarrhythmic
drugs act to suppress the firing of or depress the transmission of abnormal electrical signals.*

CLINICAL IMPACT

Antiarrhythmic drug therapy is safe and moderately effective at maintaining normal sinus
rhythm. Its impact on AFib-related complications such as stroke, heart failure, and mortality
has been demonstrated in a number of studies.?®-*?

AADs are moderately effective:

SUCCESS RATES FOR OF PATIENTS DO NOT
33%-5 6% MAINTAINING NORMAL ~5 O% RESPOND TO OR CANNOT
SINUS RHYTHM AT 1 YEAR . TOLERATE MEDICATIONS °

ECONOMIC IMPACT

Antiarrhythmic drug therapy is initially cost effective, but not superior to the long term
cost savings that RF catheter ablation can offer.3033

Several studies show that AADs are cost effective, with key drivers
including reduced adverse events, stroke, and mortality.3°-32

From the payer’s perspective, RF catheter ablation was more cost
effective than AAD therapy with an estimated mean net monetary
benefit of $8,516 per patient, per year, driven by reduced healthcare
utilization cost and improved quality of life.>3

Cost of AAD therapy is influenced by its toxicity level, effectiveness
X in restoring sinus rhythm and reducing the risk of AFib-related
complications.3%-32

PATIENT IMPACT

DRUG THERAPY

Antiarrhythmic drug therapy can be effective at controlling symptoms of AFib in patients
and may improve quality of life.34

Mayo AF-Specific Symptom Inventory (MAFSI)
Frequency and Severity Score

Reduced Symptoms with AADs3*

-32%

Symptom Frequency Symptom Severity
(p<0.001) (p<0.001)

. Baseline (Before AAD Initiation) . After AAD Initiation (12-Months)
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of Life (AFEQT) Survey Score

20

Atrial Fibrillation Effect on QualiTy

Improved Quality of life with AADs3*
+28%

Quality of Life

. Baseline (Before AAD Initiation) . After AAD Initiation (12-Months)

Abbreviations: AAD = antiarrhythmic drug; AFib = Atrial Fibrillation




CATHETER ABLATION

The impact of catheter ablation in managing AFib

Catheter ablation is used to create small scars on targeted parts of heart tissue in order to block
the abnormal electrical signals that cause arrhythmias.4®

CLINICAL IMPACT

Catheter ablation is highly effective at reducing the risk of AFib-related complications,
including stroke, heart failure, and mortality. It is also associated with a reduced risk of
dementia, which is expected to affect 10.5 million Americans by 2050.3®

. W 0
After a single procedure, there Compared to AADs, catheter
was a 84%-94% freedom from . . .

wis ial arrhvthmia i | ablation was associated with a
atr,a arrhythmia in paroxysma \ 41% lower risk of dementia.*®
AFib at 1 year.35%

Reductions in the probability of AF-related complications compared to drug therapy over a
7-year follow-up period:404

$33%

REDUCTION
IN DEATH

wé
R $471%

REDUCTION
IN STROKE

$+46%

REDUCTION IN
CARDIAC ARREST

ECONOMIC COMPARISON OF MEDICAL TREATMENT TO CATHETER ABLATION

Compared to AADs, radiofrequency catheter ablation is associated with a reduction in CV
hospitalizations and may have long-term economic benefits which offset higher initial costs.*™*

The break-even point for RF catheter
ablation was:4'*

1o 4.2-5.9 s

DEPENDING ON PAYER

12-months post-ablation, reductions
in healthcare utilization result in:4"*

$5,037- $8,402 usp

ANNUAL COST SAVINGS,
DEPENDENT ON PAYER

*Break-even and cost-offset analyses assessed the economic impact of radiofrequency catheter ablation vs. medical therapy for the
treatment of persistent AFib patients

CATHETER ABLATION

PATIENT IMPACT

Atrial Fibrillation Effect on QualiTy

12-month Number of Hospitalizations per Cohort

of Life (AFEQT) Survey Score

Catheter ablation is highly effective at reducing hospitalizations and managing the
burdensome physical and mental symptoms of AFib, which may contribute to an improved
quality of life.#?

REDUCED HOSPITALIZATIONS#? REDUCED SYMPTOMS*2

110 45
-16%

-46*
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All-cause Cardiovascular Pain/Discomfort

Anxiety/Depression

Hospitalizations Hospitalizations

Baseline (Pre-Ablation) . 12-Month (Post-Ablation)

IMPROVED QUALITY OF LIFE*?

+ UPTO 42%

:I REDUCTION IN
HOSPITALIZATIONS*

UP TO 51%

DECREASE IN
REPORTED SYMPTOMS*?

UP TO 42%

IMPROVEMENT OF
QUALITY OF LIFE*

Quality of Life

Baseline (Pre-Ablation)

[ 12-Month (Post-Ablation)




COMPARISON OF TREATMENTS

The impact of catheter ablation compared to drug therapy in
AFib management

W

EFFICACY

33%-56%

OF PATIENTS ARE IN
NORMAL SINUS RHYTHM
AT 1 YEARZ?

DRUG THERAPY (AADs) CATHETER ABLATION

UP TO 94%

OF PATIENTS ARE FREE
FROM ARRHYTHMIA
RECURRENCE AT 1 YEAR®

%

QUALITY OF LIFE

UP TO 28%

IMPROVEMENT IN
QUALITY OF LIFE3**

UP TO 42%

IMPROVEMENT IN
QUALITY OF LIFE#*?

‘ hf:i

ADVERSE EVENTS

12%-19%

OF PATIENTS WITHDRAW
FROM MEDICAL THERAPY
DUE TO ADVERSE EVENTS?®

ONLY 1 -8%

OF ABLATION PATIENTS
EXPERIENCE AN ABLATION-
RELATED ADVERSE EVENTS*°

&

COST
0

LOWER RISK OF
DEMENTIA

$1 ] 5 o o REDUCTION

IN MEAN PER-PATIENT COST
WITH RF CATHETER ABLATION
AFTER 7 YEARS*

o,
UP TO 35 % SAVINGS
IN TOTAL TREATMENT COST

Catheter ablation was associated
with a 35% savings in total
treatment cost compared to
drug therapy.®

COMPARED TO AADS, CATHETER ABLATION
WAS ASSOCIATED WITH AN OVERALL

41 o, LOWER RISK OF
DEMENTIAS3®*

*(HR 0.59; 95% CI 0.52-0.67; p<0.000T1)

KEY CLINICAL STUDIES AND DISPARITIES
IN AFIB TREATMENT

Several landmark clinical studies have underscored the clinical value of catheter ablation in
AFib treatment.

The PRECEPT clinical study results found that catheter ablation of
persistent AFib patients resulted in long-term effectiveness and 15 months

freedom from symptomatic AFib/AFL/AT in 80% of patients.?

The VISTAX trial showed that 89% of patients had freedom from AFib at
12-months following a catheter ablation.**

4
N\

The CABANA trial showed that patients treated with catheter ablation

ﬁ had a 48% reduction in AFib recurrence as compared to drug therapy.*°
4 N\

The ATTEST clinical study demonstrated that catheter ablation may be up
to 10 times more effective than standard drug therapy alone at delaying
progression of AFib.*®

The CAPT-AF study indicated that catheter ablation for paroxysmal AFib was
associated with 3.8 times greater improvements in overall quality of life and
significantly improved symptom burden compared to medical therapy.*®

Catheter ablation of persistent AFib has been shown to improve healthcare utilization by
reducing hospital admissions and emergency room visits for AFib-related complications.?”

In the 12 months following an ablation for persistent AFib, relative reductions in healthcare

utilization included:¥’
¥ 55% ¥ 52% ¥ 61%
EMERGENCY ELECTRICAL

AFIB-RELATED
INPATIENT ADMISSIONS* DEPARTMENT VISITS* CARDIOVERSIONS*

The reduction in healthcare utilization and outcomes among underrepresented racial and
ethnic groups were even more prevalent post ablation.*’

40%

v COMPOSITE OUTCOME
UTILIZATION ACROSS ALL
RACE/ETHNIC GROUPS*t

$52% 4+ 50%

BLACK PATIENTS* ASIAN PATIENTS**

*Statically significant (P<0.0001)
**Statically significant (P=0.032)
tComposite outcomes included AFib related inpatient, outpatient and ER admissions, as well as cardioversions




AFIB TREATMENT PATHWAYS

When multidisciplinary AFib treatment pathways were utilized for appropriate treatment for
AFib patients, significant reductions in health resource utilization, inpatient admission rate
and length of stay were observed.?>?”

Dedicated ER protocols - such as an ER AFib pathway - enable appropriate triage of AFib patients
to ensure timely evaluation by EP, which can reduce unnecessary hospitalization for patients.

59% 55%
DECREASE IN LENGTH DECREASE IN AFIB-RELATED
\.

OF HOSPITAL STAY“® INPATIENT ADMISSIONS*

An integrated care model such as an AFib clinic may serve to standardize treatment
pathways and decrease diagnosis to ablation time (DAT).

58% o LOWER

= N
DIAGNOSIS-TO- SYMPTOM
ABLATION TIME*® ' Q FREQUENCY?®°

Shorter diagnosis to ablation times (DAT) of AFib improves ablation-related
outcomes and may reduce hospitalizations, stroke and mortality.2445%

<+ UP TO 41% UP TO 52%

LOWER RATE OF HEART LOWER RATES
FAILURE HOSPITALIZATIONS®? OF MORTALITY??

(o)
UP TO 6 O /o
LOWER RATE OF TIA/CVA
EVENTS WITH SHORTER DAT®'

With drug therapy treatment:

33%-56%

OF PATIENTS ARE IN NORMAL
SINUS RHYTHM AT 1 YEAR?®

N UP TO 28%

IMPROVEMENT IN
QUALITY OF LIFE3**

12%-19%

whs OF PATIENTS DISCONTINUE
MEDICAL THERAPY DUE TO
ADVERSE EVENTS?®

& §

With catheter ablation treatment:

UP TO 94%

OF PATIENTS ARE FREE
FROM ARRHYTHMIA
RECURRENCE AT 1 YEAR*®

3O, UP TO 42%

IMPROVEMENT IN
QUALITY OF LIFE#*?

ONLY 1 -8%

wos OF ABLATION PATIENTS
EXPERIENCE AN ABLATION-
RELATED ADVERSE EVENTS*°

& 3

CONCLUSION

Antiarrhythmic drug (AAD)
therapy is moderately effective.
It can improve quality of life

in particular patients, however
is commonly associated with
treatment discontinuation due
to adverse events.2®34

Catheter ablation is highly
effective and associated with

a low rate of procedure-related
adverse events. It has been shown
to reduce the rate of AFib-related
complications, improve quality

of life and decrease healthcare
resource utilization.

Catheter ablation is more effective than drug therapy at preventing AFib recurrence,
provides a significantly greater improvement in quality of life, and is less costly over the

long term.

UP TO 48%

REDUCTION IN AFIB
RECURRENCE over 4 years
after ablation, as compared
to drug therapy?°

P

52%

REDUCED AF BURDEN
compared to drug therapy

during 5-year follow-up®*

. PAROXYSMAL AFIB PATIENTS who undergo
@ catheter ablation are up to 10x less likely to

progress to persistent AFib than those on AADs*4°

*(HR 0.11; 95% CI 0.025-0.483; p=0.0034.)
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